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Background Efficacy outcomes in the global ITT Competing risk analysis for deaths in the
population at 5-year follow-up expanded population
* In the POLARIX study (NCT03274492; « Pola-R-CHP had a sustained and significant PFS * In a competing risk analysis, the cumulative
median follow-up 28 months), Pola-R-CHP benefit (Figure 2), confirming results from the incidence of lymphoma-related deaths at 5 years
showed a significant progression-free survival primary analysis of PFS at 2 years of follow-up.’ was lower in patients tgeated withoPoIe?-R-CHP
(PFS) benefit versus R-CHOP in patients with _ _ _ versus R-CHOP (9.02% vs 12.05%; Figure 4).
- diat Ll 2 | B I Figure 2. PFS in the global ITT population.
intemediate=oRnNIgRENISKAlITUSESiarge bt e 100+ — Pola-R-CHP (n=440) Figure 4. Cumulative incidence of deaths due to
lymphoma (DLBCL)." — R-CHOP (n=439) lymphoma and other causes.
. + Censored
- Here, we report outcomes after 5 years of % 045 { Treatmentarm _
follow-up (cut-off: July 5, 2024). < 60- — R-CHOP
g Death cause
E 40 - £ — Lymphoma related
g\giztglr)ee rate, % Priﬁtagyy::fgsis 3-year update’ | 5-year update? % 0.10 4 --- Non-lymphoma related
I 20+ Pola-R-CHP 76.7 (72.7-80.8) | 71.8 (67.1-76.5) | 64.9 (59.8-70.0) ;
R-CHOP 70.2 (65.8-74.6) 64.1 (59.1-69.1) | 59.1 (54.0-64.3) =
MethOdS . HR (95% CI) 0.73 (0.57-0.95) | 0.76 (0.60-0.97) | 0.77 (0.62-0.97) §
- POLARIX methods were published previously;' 0 6 12 18 24 30 36 42 48 54 60 66 72 005
briefly, patients (18—80 years) were randomized Patients remaining at risk Time (months)
1:1 to receive 6 Cycles of Pola-R-CHP or R_CHOP, Pola-R-CHP 440 407 357 335 318 303 292 280 258 213 100 56 NE
c . 0 R-CHOP 439 391 332 302 287 274 258 251 240 192 95 54 NE i
plus 2 CyCIeS Of rItUXImab (Flgure 1) *Data cgt-off: Jgne 28,.2021;TData cut.-c?ff: June 15, 2022; *Data cut-off: July 5, 2024. o0 0 4I8 6I0
o In thIS anaIyS|S, 1000 patlentS (expanded Cl, confidence interval; HR, hazard ratio; NE, not evaluable. Time (months)
population) were evaluated; 879 patients « Complete remission obtained after Pola-R-CHP Competing isks for deaths wers defined as desths du o ron-fymphoma related causes tht prevet
(global intention-to-treat [ITT] population) from treatment is maintained at 5-year follow-up
thet main stucrlly ?tr;d L2 i il & Cliess — The 5-year disease-free survival (DFS) estimates
extension conort. were 71.8% (95% confidence interval [CI]:
. . _ o (0) . _ . .
Figure 1. POLARIX study design. 66.4—77.3) versus 66.5% (95% CI: 60.8-72.1) I Safety summary in the expanded population

with Pola-R-CHP versus R-CHOP (HR 0.75;

95% Cl: 0.57—1.00). - Safety data were largely unchanged since

prior analyses."2

e ey - Patients treated with Pola-R-CHP required 23%
P c c o :
R-CHP + vincristine placebo fewer Subsequent therap|es versus pat|ents treated Safety prOflleS were com parable between
Patients with R-CHOP treatment arms, with no increased risks with
" Previously long term follow-up (Figure 5)
treated DLBCL : Cycles 1-6 Rituximab : : g P Jd .
! SO (1 cycio=21 days) B * Five-year overall survival (OS) shows favorable
« IPI 2-5 results for Pola-R-CHP-treated patients (Figure 3). - - -
ECOG PS 02 igure 9. sarety summary in tne expandaea popuiation.
R-CHOP Cycles 7 & 8 100 o 98:0% 98.6%
Figure 3. OS in the global ITT population. " Pola-R-CHP (n=495)
® R-CHOP (n=498
+ - 100 = ( )
Stratification factors R-CHOPT + 751
- IPI score (2 vs 3-5) polatuzumab vedotin placebo g
* Bulky disease (<7.5 vs 27.5cm) 80 - 350
» Geographic region (Western E’
Europe, US, Canada, & Australia Primary endpoint: PFS by INV — Pola-R-CHP (n=440) © .
Asi t of Id — 60+ — R-CHOP (n=439 o 28.1% 28.5%
vs Asia vs rest of world) Key secondary endpoints: EFS by INV, PET CR X j (n=439) 254
at EOT by BICR, OS » + Censored 12.7%
© 40- Event-free rate, % | Primary analysis " t 2.8% 2.0% 6.1% 6.0% 1.8% 2.2%
. ' J 3-year update 5-year update S0 L0 : <0
o . . (95% Cl) at 2 years 0-
W\ on D1.; T.R-CHOP: IV rituximab 375mg/m?2, cyclophosphqmlde 750mg/m?, doxqrublcm 50mg/m?, Pola-R-CHP 88.7 (85.7-91.7) | 856 (82.3-88.9) | 82.3 (78.7-85.) Any Grade Grade Serious Dose Dose Dose Related serious
and vincristine 1.4mg/m? (max. 2mg) on D1, plus oral prednisone 100mg once daily on D1-5. 20 + grade AE 3-4 AE 5 AE AE  discontinuation interruption reduction AEs in long-term
BICR, blinded independent central review; CR, complete response; D, Day; ECOG PS, Eastern R-CHOP 88.6 (85.6-91.6) | 85.6(82.2-88.9) | 79.5(75.7-83.4) dueto AE  dueto AE dueto AE  follow up*
Cooperative Oncology Group performance status; EFS;, event-free survival (efficacy); EOT, end of HR (95% ClI) 0.94 (0.65-1.37) | 0.94 (0.67-1.33) | 0.85(0.63-1.15) L 1 b M
treatment; INV, investigator; IPI, International Prognostic Index; OS, overall survival; PET, positron 0 ; . ,
emission tomography; PFS, progression-free survival; R-CHOP, rituximab, cyclophosphamide ) ) ) ) ) ) ) ) ) : ) ) ) ; TEAE Post-TEAE
doxorubicin vincristin,e and,prednisone. ’ ’ ’ ' 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 period (long-term
_ o ] Time (months) safety) period
Patients remaining at risk Data cut-off: July 5, 2024. *TEAESs are defined as new or worsening AE from the first dose of study drug
Pola-R-CHP 440 424 399 389 381 373 366 355 343 338 319 124 12 1 NE through 90 days after the last dose of any study drug or prior to NALT, whichever is earlier. After this

TEAE period, the post-TEAE period (i.e. long-term safety follow up) reporting requirement is only for
serious AEs that the investigator believes to be related to prior study drug treatment.
TEAE, treatment-emergent adverse event; NALT, new anti-lymphoma treatment.

R-CHOP 439 415 403 382 372 361 357 347 338 329 311 128 13 1 NE

Data cut-off: June 28, 2021; *Data cut-off: June 15, 2022; *Data cut-off: July 5, 2024.

Patient baseline characteristics in the _ _ _
* There was a <5% difference in hematological

global population ) :;r:\r;?\grlr?s?alrggfiifnné ?:itgri:xgﬁ;/a::\?ve\,\rﬂwith toxicities and infections in the Pola-R-CHP

5 i isti i _ versus R-CHOP arm
Baseline characteristics .are shown in Table 1 Pola-R-.CHP versus R-CHOP. | |

* |n the global ITT population, 879 (Pola-R-CHP, _ _ — For Pola-R-CHP versus R-CHOP, infections
n=440; R-CHOP, n=439) and 873 patients » Five-year PFS and OS outcomes show consistent occurred in 47.9% versus 44.0% of patients;
(Pola-R-CHP, n=435: R-CHOP, n=438) were treatment effect of Pola-R-CHP across subgroups neutropenia in 48.5% versus 45.8%:
evaluable for efficacy and safety, respectively. in the global population anemia in 33.3% versus 30.1%; and

- In the expanded population, 1000 (Pola-R-CHP, — However, subgroup analyses are exploratory and thrombocytopenia in 18.0% versus 17.3%.
n=500; R-CHOP, n=500) and 993 patients generally underpowered, and should be - Fewer secondary malignancies were observed with
(Pola-R-CHP, n=495; R-CHOP, n=498) were interpreted with caution. Pola-R-CHP versus R-CHOP.
evaluable for efficacy and safety, respectively. - Rates of peripheral neuropathy were similar

: : . between treatment arms.
Table 1. Patient baseline characteristics in the global

ITT population.
Efficacy outcomes in the expanded

Pola-R-CHP R-CHOP

n (%), unless otherwise stated (n=440) (n=439) population at 5-year follow up )
. . . Conclusions

Age Median, years (min-max) | 5.0 (19-80) | 66.0(19-80)  Efficacy outcomes in the expanded population were

265 years 231(52.5) 236 (53.8) similar to the global population (Table 2).
Sex Male 230 (54.3) | 234 (533) . . The 5-year exltended fO||-OW.-L.Jp of POLARIX

o 374 850 163 (8277 Table 2. Efficacy outcomes in the expanded showed sustained and significant PFS
FCOGPS 2 66 (15.0) 75 (17.1) population. and DFS benefits for patients receiving
IPl at screening | 2 167 (38.0) 167 (38.0) Efficacy analyses Pola-R-CHP R-CHOP Pola-R-CHP versus R-CHOP, with no

35 273 (62.0) 272 (62.0) new safety signals were identified.

] PFS analysis, n 500 500 .
Bulky disease 27.5cm 193 (43.9) 192 (43.7) Fewer Subsequent antl-lymphoma
Baseline LDH >1x upper limit of normal 291 (66.1) 284 (64.7) Patients with PFS event, n (%) 163 (32.6) 189 (37.8) treatments were needed with Pola-R-CHP
Ann Arbor stage |Ill or IV 393 (89.3) 387 (88.2) versus R-CHOP.
Stratified HR (95% CI) 0.80 (0.65-0.98)
Numberof |, 213 (48.4) 213 (48.5) Numerically fewer deaths, in particular
extranodal sites
DFS analysis, n 439 ‘ 419 lymphoma-related deaths, were observed
NHL histologic DLBCL, ABC, GCB I I /i BP_
diagnosis HGBCL, DHL/THL 31%((%4;;)T 35607((181346)) Patients remaining in CR, n (%) 327 (74.5) ‘ 292 (69.7) In_ patlents recel\”ng POIa R CHP Compared
reported by Other large B-cell o4 (5'5) 22(5 b) with R-CHOP.
investigators lymphoma ' '
- - Unstratified HR (95% C1) 0.81(063-1.05) General consistency of treatment effect

n
COO centrally  |ABC by NanoString 102(30.9) | 119(35.2) 08 anaive 500 ‘ 500 was observed across exploratory subgroups,
reported by GCB by NanoString 184 (55.8) 168 (49.7) analysis, n . . . . .
NanoString? Unclassified by NanoString 44 (13.3) 51 (15.1) but cautious interpretation is advised.

Unknown 110 101 Patients with OS t, n (% 88 (17.6 104 (20.8 . .

atients wilh ©F event, n () (o) ‘ - Five-year data confirm Pola-R-CHP as a
danceie e ;g};?g?gs;mfaza;;‘zﬁgg 2“5052;3335_f:::;;;g?:g;é;:::;%z;%;ﬁ;u;;2§§'°9i° Stratified HR (95% Cl) 0.83 (0.62-1.10) standard of care for patients with previously
ABC. actvated B cell COO, calof origin: DL, double-tit ymphorma: GCB, germinal center 8 cell. HGBL. untreated intermediate- or high-risk DLBCL,;

high-grade B-cell lymphoma; NHL, non-Hodgkin lymphoma; n, number; THL, triple-hit lymphoma. Data cut off: July 5, 2024. DFS, disease-free survival.

prolonged follow-up of POLARIX is planned.
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	Slide 1: Five-year analysis of the POLARIX study: Prolonged follow-up confirms positive impact of polatuzumab vedotin plus rituximab, cyclophosphamide, doxorubicin, and prednisone  (Pola-R-CHP) on outcomes

